Application No.: 10/807,613 PATENT 

Inventors: Liu, et al. P1095US 10 

Filing Date: March 23, 2004 

Response to Office Action mailed May 23, 2007 

Date: May 3 1,2007 



CLAIMS 

1 . (currently amended) A compound of Formula I: 

l_l R 2 R 4 H R 6 R 8 R 9 

R 1 -Y-X-N-C— [CH] n — jj-N— C-C— N-Ar 
R 3 O R 5 R 7 I 

or a pharmaceutical^ acceptable salt or prodrug thereof, wherein: 

R 1 is a m e mb e r s e lected from th e group consisting of H, C 6 -C,o aryl substituted with 
0-3 R la , or a 5 to 6 m e mber e d monocyclic or 8 to 10 m e mb e r e d bicyclic hetcroaryl 
containing 1 to 4 hcteroatoms e ach independ e ntly a member select e d from the group 
consisting of N, O and S, wherein said h e t e roaryl is substitut e d with 0 3 R% a C 3 -C 8 
cycloalkyl substituted with 0-2 R lb , wherein said C 3 -Cg cycloalkyl is saturated or unsaturated; 
and-a-€- 3 -€-g h e t e rocycle containing 1 to 2 h e t e roatoms e ach ind e p e nd e ntly a m e mb e r selected 
from th e group consisting of N, O and S, wh e r e in said het e rocycle is substitut e d with 0 2 R u 
and is saturat e d or unsaturat e d; 

each R la is independently a member selected from the group consisting of H, C1-C3 
perfluoroalkyl, C3-C7 cycloalkyl, F, CI, Br, CN, N0 2 , OR 10 , SCH 3 , S(=0)CH 3 , S(=0) 2 R 10 , 
NR 1 'R 12 , acetyl, C(=0)OR 13 , C(=0)NR l3 R 14 , S(=0) 2 NR l3 R 14 , phenyl substituted with 0-3 
R 15 , a 5 to 6 m e mbered monocyclic h e t e roaryl containing 1 to 1 h e t e roatoms e ach 
ind e pend e ntly a m e mb e r se l e ct e d from th e group consisting of N, O and S, wh e r e in said 
het e roaryl is s ubstitut e d with 0 2 R ^Va-Cg-Cg h e t e rocycl e containing 1 to 2 h e t e roatoms each 
indep e ndently a m e mb e r select e d from th e group consisting of N, O and S, wherein said 
h e terocycl e is substitut e d with 0 2 R 4 * and is saturated or unsaturated, and a C1-C4 alkyl 
substituted with 0-2 R 16 ; 

each R lb is independently a member selected from the group consisting of H, OH, F, 
CI, acetyl, =0, C r C 6 alkyl, C|-C 6 alkoxy, CF 3 and OCF 3 ; 

eaeh-R- te is ind e p e ndently a memb e r sel e ct e d from th e group consisting of H, OH, F, 
CI, = 0, C +-C-6 alkyl substituted with 0 2 R^H^-Q, alkoxy, CF ^Q€F^-€(=Q^ r -S(=Q^R 4 % 
tBoc, Cbz; ph e nyl substitut e d with 0 3 R 4 * ; a 5 to 6 m e mb e r e d monocyclic h e t e roaryl 
containing 1 to 4 heteroatoms e ach indep e nd e ntly a m e mber selected from the group 
consisting of N, O and S, wh e r e in said h e t e roaryl is substitut e d with 0 2 R ^f 
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R 2 is a member selected from the group consisting of a phenyl substituted with 0-3 
R 15 , a 5 to 6 m e mb e r e d monocyclic h e teroaryl containing 1 to 4 hetcroatoms e ach 
indep e nd e ntly a m e mb e r s e l e ct e d from th e group consisting of N, O and S, wh e r e in said 
h e t e roaryl is substitut e d with 0 2 R% a d-C 6 alkyl substituted with 0-2 R 2a , wherein said 
Ci-C 6 alkyl optionally contains a heteroatom selected from the group consisting of-O-, -S-, 
and -S(=0) 2 -, a C 2 -C 6 alkenyl, a C 2 -C 6 alkynyl, a C 3 -C 7 cycloalkyl substituted with 0-2 R 19 , 
wh e r e in said G r€? . cycloalkyl optionally contains a h e t e roatom sel e cted from O , S , and 
S( = Q)^ -and aC 7 -Cn bicycloalkyl substituted with 0-2 R 19 ; 

each R" a is independently a member selected from the group consisting of a C^-Cw 
aryl substituted with 0-3 R 15 , a 5 to 6 membered monocyclic or 8 to 10 m e mb e r e d bicyclic 
h e t e roaryl containing 1 to 4 h e t e roatoms e ach ind e p e ndently a m e mb e r selected from the 
group consisting of N, O and S, wherein said h e t e roaryl is substitut e d with 0 3 R % a C 3 -C 8 
cycloalkyl substituted with 0-2 R 19 , and a C 7 -C,, bicycloalkyl substituted with 0-2 R 19 ; 

R 3 is a member selected from the group consisting of H and C r C 4 alkyl; 

subscript n is 0 or I; 

R 4 is a member selected from the group consisting of H and C]-C 6 alkyl; 
alternativ e ly, R a -and-R 4 ar e taken tog e th e r to form a C§ C? cycloalkyl substituted with 

Q 2R W ; 

R 5 is a member selected from the group consisting of H, C 3 -C 7 cycloalkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkyne, phenyl substituted with 0-2 R !5 ; 5 to 6 m e mb e r e d heteroaryl 
containing 1 to 4 heteroatoms e ach ind e p e ndently a m e mber s e l e ct e d from the group 
consisting of N, O and S, wherein said het e roaryl is substitut e d with 0 2 R% and a C r C 6 
alkyl substituted with 0-2 R 18 , wherein said C,-C 6 alkyl optionally contains a heteroatom 
selected from the group consisting of-O-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -; 

Y is a member independently selected from the group consisting of a bond and 
-(CR 20 R 21 ) m -W-(CR 22 R 23 ) p -; 

subscript p is 1 or 2; 

subscript m is 0 or 1 ; 

W is a member independently selected from the group consisting of a bond, -O-, -S-, 
-S(=0)-, -S(=0) 2 - and -NR 12 -; 

X is selected from the group consisting of -C(=0)-, -OC(=0)-, -NR 24 C(=0)- and 
-S(=0) 2 -; 
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each of R 6 , R 7 , R 8 and R 9 is independently a member selected from the group 
consisting of H and Ci-C 4 alkyl; 

Q 2R^; 

alternativ e ly, R^ -and-R 9 ar e tak e n tog e ther to form a 6 7 m e mbered h e terocyclic ring 
containing 1 2 heteroatoms e ach independently a memb e r s e l e cted from the group consisting 
ofN, OandS; 

Ar is a member selected from the group consisting of phenyl substituted with 0-3 R 29 , 
and 5- to 6-membered heteroaryl containing 1 to 4 heteroatoms each independently a member 
selected from the group consisting of N, O and S, wherein said heteroaryl is substituted with 

0-3 R 29 ; 

each R 10 is independently a member selected from the group consisting of H, C 3 -C 7 
cycloalkyl, a C,-C 3 perfluoroalkyl, a C,-C 4 alkyl substituted with 0-1 R 25 , and a phenyl 
substituted with 0-3 R 15 ; a 5 to 6 m e mb e r e d h e t e roaryl containing 1 to 1 het e roatoms e ach 
ind e pend e ntly a m e mb e r s e l e ct e d from th e group consisting of N, O and S, wherein said 
heteroaryl is substitut e d with 0 2 R 44 , and a Q-Gs h e t e rocycl e containing 1 to 2 het e roatoms 
each ind e p e ndently a m e mb e r s e l e ct e d from th e group consisting of N, O and S, wh e r e in said 
h e terocycl e is substituted with 0 2 R ^t 

each R 1 1 is independently a member selected from the group consisting of H, 'BOC, 
Cbz, C 3 -C 8 cycloalkyl, (C,-C 6 alkyl)-C(=0)-, (C,-C 6 alkyl)-S(=0) 2 - and a C,-C 6 alkyl; 

each of R 12 , R 13 and R 14 is independently a member selected from the group 
consisting of H and Ci-Ci alkyl; 

alt e rnativ e ly, R ^-and-R 44 on the sam e N atom ar e taken tog e ther to form a Q rG? 
h e terocycl e containing 1 2 h e t e roatoms e ach indep e nd e ntly a m e mb e r selected from the 
group consisting of N, O and S; 

each R 15 is independently a member selected from the group consisting of H, OH, F, 
CI, Br, I, CN, N0 2 , COOR 13 , C(=0)NR 13 R 14 , S(=0) 2 NR 13 R 14 , acetyl, -SCH 3 , -S(=0)CH 3 , 
-S(=0) 2 CH 3 , NR 26 R 27 , Ci-C 6 alkoxy, C,-C 3 perfluoroalkyl, C,-C 3 perfluoroalkoxy and a 
C,-Q alkyl; 

each R 16 is independently a member selected from the group consisting of H, OH, 
COOR 13 , C(=0)NR 13 R 14 , S(=0) 2 NR 13 R 14 , acetyl, -SCH 3 , -S(=0)CH 3 , -S(=0) 2 CH 3 , C,-C 6 
alkoxy, NR 26 R 27 , and a phenyl substituted with 0-3 R 15 , a 5 to 6 membered h e t e roaryl 
containing 1 to 4 h e t e roatom s e ach ind e p e ndently a m e mb e r s e l e cted from th e group 
4 
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consisting of N, O and S, wher e in said h e t e roaryl is substitut e d with 0 3 R 4 ^, and a Q-C* 
h e t e rocycl e containing 1 to 2 h e t e roatom s e ach ind e p e nd e ntly a m e mb e r s e l e cted from the 
group consisting of N, O and S, wher e in said h e t e rocycl e is substitut e d with 0 2 R^ -and-is 
saturated or unsaturat e d ; 

R 17 is a member selected from the group consisting of H and Ci-C 4 alkyl; 

each R 18 is independently a member selected from the group consisting of H, OH, F, 
CI, CN, NO : , C(=0)OR 3 °, C(=0)NR 13 R 14 , NR H R 12 , a C,-C 3 perfluoroalkyl, a C,-C 3 
perfluoroalkoxy, a phenyl substituted with 0-3 R 15 , a 5 to 6 m e mb e r e d heteroaryl containing 

1 to 4 heteroatoms e ach indep e nd e ntly a m e mb e r sel e cted from th e group consisting of N, O 
and S, wher e in said heteroaryl is substitut e d with 0 3 R^ Va-CrCs h e t e rocycle containing 1 to 

2 h e t e roatoms e ach ind e p e ndently a m e mb e r select e d from th e group consisting of N, O and 
S, wh e r e in said h e t e rocycl e is substitut e d with 0 2R^ and is saturat e d or unsaturated ; and 
C 3 -C 8 cycloalkyl; 

each R 19 is a independently a member selected from the group consisting of C1-C4 
alkyl, F, CI and C,-C 4 alkoxy, CF 3 and OCF 3 ; 

alt e rnativ e ly, two R 4 ^ on th e same carbon may b e combin e d to form G r€ 6 cycloalkyl; 

each of R 20 , R 21 , R 22 and R 23 is independently a member selected from the group 
consisting of a bond, H, F, OH, C1-C4 alkyl, and C r C 3 alkylhydroxy; 

alt e rnativ e ly, R M -and-R^-et^R-" and ar e tak e n tog e th e r to form a C rQ 
cycloalkyl; 

R 24 is a member selected from the group consisting of H and Ci -C 4 alkyl; 

each R 25 is independently a member selected from the group consisting of H, C 3 -C7 
cycloalkyl, a phenyl substituted with 0-3 R 15 and a 5 to 6 membered heteroaryl containing 1 
to 4 h e t e roatoms e ach independ e ntly a m e mb e r sel e cted from th e group consisting of N, O 
and S, wher e in said 5 to 6 memb e red h e t e roaryl is substitut e d with 0 2 R 44 ; 

each R 26 is independently a member selected from the group consisting of H, C1-C4 
alkyl, (C,-C 4 alkyl)-C(=0)- and (C r C4alkyl)-S(=0) 2 -; 

each R 27 is independently a member selected from the group consisting of H and 
C,-C 4 alkyl; 

alternatively, R ^-and^ on the sam e N atom are taken tog e ther to form a Q -C? 
h e t e rocycl e containing 1 2 het e roatoms e ach ind e p e nd e ntly a member sel e ct e d from th e 
group consisting of N, O and S; 
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each R 28 is independently a member selected from the group consisting of H, a Ci-C 6 
alkyl, C 3 -C 8 cycloalkyl, a phenyl substituted with 0-3 R 15 , a benzyl substituted with 0-2 R 15 ; 

each R 29 is independently a member selected from the group consisting of H, F, CI, 
Br, I, CN, N0 2 , OR 28 , SR 28 , S(=0)R 28 , S(=0) 2 R 28 , S(=0) 2 NR l3 R 14 , NR 26 R 27 , acetyl, 
C(=0)NR ,3 R 14 , C(=0)OR 13 , C,-Q alkyl, OCHF 2 , SCF 3 , OCF 3 , and -C(=NH)NH 2 , and 5 to 
6 m e mb e r e d h e t e roaryl containing 1 to 4 het e roatoms e ach ind e p e nd e ntly a memb e r selected 
from the group consisting of N, Q and S ; 

alt e rnativ e ly, two R 34 substituted on adjac e nt atoms may be combined to form a 5 to 6 
m e mb e red h e t e rocyclic fused radical, wherein said 5 to 6 memb e r e d h e t e rocyclic fused 
radical comprise 1 or 2 heteroatom(s) select e d from O, S and N; wherein said 5 to 6 
m e mb e r e d h e t e rocyclic fus e d radical is substituted with 0 1 oxo; 

alternatively, R 29 and R 9 are taken together to form a 5- to 7-membered fused 
heterocyclic ring containing 1-2 heteroatom(s) each independently a member selected from 
the group consisting of N, O and S; wherein said 5 to 7 membered fused heterocyclic ring is 
substituted with 0-2 R 19 ; 

each R 30 is independently a member selected from the group consisting of H, C3-C7 
cycloalkyl, C1-C4 alkyl substituted with 0-1 R"\ and a phenyl substituted with 0-3 R 15 , and a 
5 to 6 membered heteroaryl containing 1 to 4 h e t e roatoms e ach ind e p e ndently a member 
s e l e ct e d from th e group consisting of N, O and S, wher e in said h e t e roaryl i s substitut e d with 
0 3 R 4 ^ - 

and with the proviso that R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , and R 9 are not all hydrogen. 
2-3. (canceled) 

4. (currently amended) The compound of claim 1, whereim- R 1 is a m e mb e r 
s e lect e d from the group consisting of phenyl substituted with 0-3 R la , furanyl substituted with 
Q^-R-'VQ-Gs cycloalkyl substitut e d with 0 3 R 4 * , indolyl substitut e d with 0 3 R U T 5-^S- 
m e mbered heterocyclyl substitut e d with 0 3 R 4 * , pyidazinyl substitut e d with 0 3 R U T 
imadazolyl substitut e d with 0 3 R u , thi e nyl s ubstitut e d with 0 3 R 4 * , thiazolyl substitut e d 
w i th 0 3 R 4 *, oxadiazolyl s ubstituted with 0 3 R 4 *, pyrazolyl s ubstituted with 0 3 R U T 
isoxazolyl substituted with 0 3 R 4 * , tetrazolyl substitut e d with 0 3 R 4 * , oxazolyl substituted 
with 0 3 R u and pyridyl substituted with 0 3 R'". 
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5-6. (canceled) 

7. (currently amended) The compound of claim 1, according to formula la: 

O H R 2 H \f \f R 9 
R 1 -C— N~C-rr-N— C-C— N-Ar 
A O R 5 1^ la 

wherein: 

R 1 is a member select e d from the group consisting of a C 3 -C g cycloalkyl substituted 
with 0-2 R lb , wherein said C 3 -C 8 cycloalkyl is saturated or unsaturated and a C 4 -€? 
h e terocycl e containing 1 to 2 h e t e roatoms each ind e p e nd e ntly a m e mb e r sel e ct e d from the 
group consisting of N, Q and S, wh e r e in said het e rocycl e is substitut e d with 0 2 R^ -and-is 
saturat e d or unsaturated ; 

R" is a member selected from the group consisting of a phenyl substituted with 0-3 
R 15 , a 5 to 6 m e mb e r e d monocyclic h e t e roaryl containing 1 to 4 h e t e roatoms each 
ind e p e ndently a m e mber selected from th e group consisting of N, O and S, wher e in said 
hotoroaryl is substituted with 0 2 R^ T a C,-C 6 alkyl substituted with 0-2 R 2a , and a C 3 -C 7 
cycloalkyl substituted with 0-2 R 19 ; and 

Ar is phenyl substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to 
form a 5- to 7-membered fused heterocyclic ring containing 1-2 heteroatom(s) each 
independently a member selected from the group consisting of N, O and S; wherein said 5- to 
7-membered fused heterocyclic ring is substituted with 0-2 R 19 . 

8. (currently amended) The compound of claim 7, wherein: 

R" is a member selected from the group consisting of a Ci-C 2 alkyl substituted with 1 
R 2a , and C,-C 6 alkyl; 

each R" a is independently a member selected from the group consisting of a phenyl 
substituted with 0-3 R 15 , and a C 3 -C 8 cycloalkyl substituted with 0-2 R 19 ; 

R 5 is a member selected from the group consisting of H, C 3 -C 7 cycloalkyl; a C,-C 6 
alkyl substituted with 0-1 R 18 , wherein said C r C 6 alkyl optionally contains a heteroatom 
selected from the group consisting of -O-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -; and 

each R 18 is independently a member selected from the group consisting of H, OH, F, 
CI, CN, C(=0)OR 30 , C(=0)NR l3 R 14 , NR"R 12 , a phenyl substituted with 0-3 R 15 , a-G 3 -€« 
h e t e rocycle conta i ning 1 to 2 het e roatom s e ach i nd e pend e ntly a m e mber selected from the 
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group consi s ting of N, O and S, wher e in said h e t e rocycl e is sub s titut e d with 0 2 R^ -an44s 

9. (currently amended) The compound of claim 7, wherein said compound is of 
the formula: 



^n(R )0-2 

Q u R 2 l. M M 



R 1 -C— N-C^ 



H O R 5 ri 



7 u* 



10. (withdrawn, currently amended) The compound of claim 1, according to 
formula Ic: 

O H R 2 H lyl y R 9 
R 1 -Y-0-C— N-C-jpN— C-C— N-Ar 
b O R 5 Ic 

wherein: 

R 1 is a m e mber s e lect e d from th e group consisting of tBu, phenyl substituted with 0-2 
R 15 , a 5 to 6 m e mber e d h e teroaryl containing 1 to A h e t e roatoms e ach ind e p e nd e ntly a 
m e mb e r sel e ct e d from th e group consisting of N, O and S, wh e r e in said h e t e roaryl is 

ind e pend e ntly a m e mb e r sel e ct e d from th e group consisting of N, O and S, wh e r e in said 
het e rocycl e is substitut e d with 0 2 R ^; 

eaeh-R- 4 * 5 is ind e p e nd e ntly a memb e r s e l e ct e d from th e group consisting of H, OH, F, 
Gh^QrGi-Gt, alkyl substituted with 0 2 R*Vft€+-€» alkoxy, CF i r QG¥ ir ^=Q^, 
Sf^QfeR^ tBoc, Cbz, phenyl substitut e d with 0 3 R^, and a 5 to 6 m e mbered monocyclic 
h e t e roaryl containing 1 to 4 het e roatoms e ach independently a m e mb e r s e l e cted from the 
group consisting of N, O and S, wh e r e in s aid h e t e roaryl is substitut e d with 0 2 R^ f 

Y is a member independently selected from the group consisting of a bond and 
(CR 20 R 2l ) m -W-(CR 22 R 23 ) p -, wherein m is 0, W is a bond, and R 22 R 23 are both H; 

R~ is a member selected from the group consisting of a phenyl substituted with 0-3 
R 15 , a 5 to 6 memb e r e d monocyclic h e t e roaryl containing 1 to 4 heteroatoms e ach 
independ e ntly a member select e d from the group consisting of N, O and S, wh e rein said 
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heteroaryl is s ubstitut e d with 0 2 R^ ^a-G^- Q alley! , a C,-C 3 alkyl substituted with 1 R 2a , and 
a C3-C7 cycloalkyl substituted with 0-2 R 19 ; 

each R 2a is independently a member selected from the group consisting of a C 6 -C,o 
aryl substituted with 0-3 R 15 , a 5 to 6 member e d monocyclic or 8 to 10 memb e red bicyclic 
h e t e roaryl containing 1 to 4 h e t e roatoms e ach ind e p e ndently a member s e lected from th e 
group consisting of N, O and S, wher e in said h e teroaryl is substitut e d with 0 3 R % a C 3 -C 8 
cycloalkyl substituted with 0-2 R 19 , and a C7-C1 1 bicycloalkyl substituted with 0-2 R 19 ; and 

Ar is phenyl substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to 
form a 5- to 7-membered fused heterocyclic ring containing 1 -2 heteroatom(s) each 
independently a member selected from the group consisting of N, O and S; wherein said 5- to 
7-membered fused heterocyclic ring is substituted with 0-2 R 19 . 

11. (withdrawn, currently amended) The compound of claim 10, wherein: 
R 2 is a member selected from the group consisting of a C r C 2 alkyl substituted with 1 

R 2a , andC-Q, alkyl; 

each R 2a is independently a member selected from the group consisting of a phenyl 
substituted with 0-3 R 15 , and a C 3 -C 8 cycloalkyl substituted with 0-2 R 19 ; 

R 5 is a member selected from the group consisting of H, C3-C7 cycloalkyl; a Q-Ce 
alkyl substituted with 0-1 R 18 , wherein said C,-C 6 alkyl optionally contains a heteroatom 
selected from the group consisting of -0-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -; and 

each R 18 is independently a member selected from the group consisting of H, OH, F, 
CI, CN, C(=0)OR 3 °, C(=0)NR l3 R 14 , NR 1 'r' 2 , a phenyl substituted with 0-3 R 15 7*€^-€g 
h e terocycl e containing 1 to 2 h e t e roatoms e ach ind e p e nd e ntly a m e mb e r s e l e ct e d from the 
group consisting of N, O and S, wh e rein said h e t e rocycl e is substitut e d with 0 2 R^ -and-is 
saturat e d or unsaturated ; and C 3 -C 8 cycloalkyl. 

12. (withdrawn, currently amended) The compound of claim 10, wherein said 
compound is of the formula: 




19, 
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13. (withdrawn, currently amended) The compound of claim 1 , according to 
formula Id: 



. V H i H T T i 
R 1 -S— N-C-n-N— C-C— N-Ar 

6 ^ O R 5 h Id 

wherein: 

R 1 is a member s e l e ct e d from th e group consisting of m e thyl, b e nzyl, C 6 -Ci 0 aryl 
substituted with 0-3 R la , and a 5 to 6 m e mb e r e d monocyclic or 8 to 10 membercd bicyclic 
het e roaryl containing 1 to 4 h e t e roatoms each ind e p e nd e ntly a m e mb e r s e l e ct e d from the 
group consisting of N, Q and S, wh e r e in said h e t e roaryl is substitut e d with 0 3 R 4 *; 

each R la is independently a member selected from the group consisting of H, Q-C3 
perfluoroalkyl, C3-C7 cycloalkyl, F, CI, Br, CN, N0 2 , OR 10 , SCH 3 , S(=0)CH 3 , S(=0) 2 R 10 , 
NR H R 12 , acetyl, C(=0)OR 13 , C(=0)NR l3 R 14 , S(=0) 2 NR l3 R 14 , and phenyl substituted with 
0-3 R 15 , a 5 to 6 m e mbered monocyclic h e t e roaryl containing 1 to 4 h e t e roatoms each 
ind e pendently a m e mb e r s e l e ct e d from the group consisting of N, O and S, wherein said 
het e roaryl is substitut e d with 0 2 R 4 *; and a Q .-€ 4 -aIky4; and 

Ar is phenyl substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to 
form a 5- to 7-membered fused heterocyclic ring containing 1-2 heteroatom(s) each 
independently a member selected from the group consisting of N, O and S; wherein said 5- to 
7-membered fused heterocyclic ring is substituted with 0-2 R 19 . 

14. (withdrawn, currently amended) The compound of claim 13, wherein: 
R 2 is a member selected from the group consisting of a C\-C 2 alkyl substituted with 1 
R 2a , and Ci-C 6 alkyl; 

each R"" a is independently a member selected from the group consisting of a phenyl 
substituted with 0-3 R 15 , and a C 3 -C 8 cycloalkyl substituted with 0-2 R 19 ; 

R 5 is a member selected from the group consisting of H, C3-C7 cycloalkyl; a Ci-C 6 
alkyl substituted with 0-1 R 18 , wherein said Ci-C 6 alkyl optionally contains a heteroatom 
selected from the group consisting of -O-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -; and 

each R 18 is independently a member selected from the group consisting of H, OH, F, 
CI, CN, C(=0)OR 30 , C(=0)NR 13 R 14 , NR H R 12 , a phenyl substituted with 0-3 R 1 Va-C^Cg 
heterocycl e containing 1 to 2 h e teroatoms; each indep e nd e ntly a m e mb e r select e d from the 
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group consisting of N, O and S, wh e r e in said h e t e rocycle is substituted with 0 2 R^ -and-is 
saturat e d or unsaturat e d ; and C 3 -C 8 cycloalkyl. 



15. (withdrawn) The compound of claim 13, wherein said compound is of the 
formula: 



,8 h? H ft rfx 

R 1 -S— N-C-n-N— C-C— N— ? -3, 
O tiO R 5 h 



16. (currently amended) The compound of claim 1 , according to formula Ie 

O j_| R 2 lyl Ijl R 9 

R 1 -CHR 23 -C— N-C-n-N— C-C-N-Ar 
b O R 5 <h Ie 

wherein: 

R 1 is a memb e r s e l e cted from th e group consisting of a C 6 -Ci 0 aryl substituted with 
0-3 R la , a 5 to 6 m e mb e r e d monocyclic or 8 to 10 memb e r e d bicyclic h e t e roaryl containing 
1 to 4 h e teroatoms each independ e ntly a m e mber s e l e ct e d from th e group consisting of N, O 
and S, wh e r e in said h e t e roaryl is substitut e d with 0 3 R u ; 

each R a is independently a member selected from the group consisting of H, C1-C3 
perfluoroalkyl, C3-C7 cycloalkyl, F, CI, Br, CN, N0 2 , OR 10 , SCH 3 , S(=0)CH 3 , S(=0) 2 R 10 , 
NR 1 ^ 12 , acetyl, C(=0)OR 13 , C(=0)NR l3 R 14 , S(=0) 2 NR l3 R 14 , phenyl substituted with 0-3 
R 15 , a 5 to 6 m e mb e red monocyclic h e t e roaryl containing 1 to 4 h e t e roatoms each 
ind e p e ndently a m e mb e r selected from th e group consisting of N, O and S, wherein said 
h e t e roaryl is substitut e d with 0 2 R ^ra-€^-€- g h e t e rocycle containing 1 to 2 h e t e roatoms each 
ind e p e nd e ntly a memb e r s e l e cted from th e group con s isting of N, O and S, wh e r e in said 
h e terocycle is substituted with 0 2 R 4 * and is saturated or unsaturated , and a C,-C 4 alkyl 
substituted with 0-2 R 16 ; and 

Ar is phenyl substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to 
form a 5- to 7-membered fused heterocyclic ring containing 1-2 heteroatom(s) each 
independently a member selected from the group consisting of N, O and S; wherein said 5- to 
7-membered fused heterocyclic ring is substituted with 0-2 R 19 . 
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17. (original) The compound of claim 16, wherein: 

R 2 is a member selected from the group consisting of a C,-C 2 alkyl substituted with 1 
R 2a , andC,-C 6 alkyl; 

each R*" 3 is independently a member selected from the group consisting of a phenyl 
substituted with 0-3 R 15 , and a C 3 -C 8 cycloalkyl substituted with 0-2 R 19 ; and 

R 5 is a member selected from the group consisting of H, C3-C7 cycloalkyl; a C,-C 6 
alkyl, wherein said C,-C 6 alkyl optionally contains a heteroatom selected from the group 
consisting of -O-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -. 



18. (currently amended) The compound of claim 16, wherein said compound is 
of the formula: 




19. (currently amended) The compound of claim 1 , according to formula la 

O H R 2 u hi M R 9 
-.1 U. f! ' Hill 
R 1 -C— N-C-n-N— C-C— N-Ar 

n O R 5 n la 

wherein: 

R 1 is a member s e l e ct e d from the group consi s ting of C 6 -C| 0 aryl substituted with 0-3 
R la , and a 5 to 6 m e mb e r e d monocyclic or 8 to 10 m e mb e r e d bicyclic h e t e roaryl containing 
1 to 4 h e teroatoms each ind e pendently a m e mb e r selected from the group consisting of N, O 
and S, wh e r e in said heteroaryl is substituted with 0 3 R 4 *; 

each R la is independently a member selected from the group consisting of H, C,-C 3 
perfluoroalkyl, C3-C7 cycloalkyl, F, CI, Br, CN, N0 2 , OR 10 , SCH 3 , S(=0)CH 3 , S(=0) 2 R 10 , 
NR n R 12 , acetyl, C(=0)OR 13 , C(=0)NR 13 R 14 , S(=0) 2 NR ,3 R 14 , phenyl substituted with 0-3 
R 15 ; and a C,-C 4 alkyl substituted with 0-2 R 16 ; 

R' is a member selected from the group consisting of a phenyl substituted with 0-3 
R 15 ; a 5 to 6 memb e r e d monocyclic h e t e roaryl containing 1 to 4 h e teroatoms each 
independ e ntly a m e mber s e l e cted from th e group consisting of N, Q and S, wherein said 
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h e t e roaryl is sub s titut e d with 0 2 R^ Va-G^-G ^ alkyl, a Ci-C 2 alkyl substituted withlR 2a , and a 
C3-C7 cycloalkyl substituted with 0-2 R 19 ; 

each R 2a is independently a member selected from the group consisting of a C 6 -C 10 
aryl substituted with 0-3 R 15 ; a 5 to 6 m e mb e r e d monocyclic or 8 to 10 m e mbered bicyclic 
heteroaryl containing 1 to 4 h e t e roatoms each ind e p e nd e ntly a member selected from the 
group consisting of N, Q and S, wh e r e in said h e t e roaryl is substituted with 0 3 R^ t a C 3 -C 8 
cycloalkyl substituted with 0-2 R 19 ; and a C7-C1 1 bicycloalkyl substituted with 0-2 R 19 ; and 

Ar is phenyl substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to 
form a 5- to 7-membered fused heterocyclic ring containing 1-2 heteroatom(s) each 
independently a member selected from the group consisting of N, O and S; wherein said 5- to 
7-membered fused heterocyclic ring is substituted with 0-2 R 19 . 

20. (currently amended) The compound of claim 19, wherein said compound is 
of the formula: 



-\( Rl9 )0-2 

-N- 

R 5 b 

21-22. (canceled) 

23. (currently amended) The compound of claim 1 , according to formula Ig: 

(R 1 V 2 

-! 

I 1 ! 6 R 5 ^ 



wherein: 

R 5 is a member selected from the group consisting of H, C3-C7 cycloalkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkyne, phenyl substituted with 0-2 R 15 ; 5 to 6 m e mb e r e d heteroaryl 
containing 1 to 4 h e teroatoms e ach ind e p e nd e ntly a memb e r s e l e ct e d from the group 
consisting of N, O and S, wh e r e in said h e t e roaryl is substitut e d with 0 2 R ^ T andaQ-G, 
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alkyl substituted with 0-2 R 18 , wherein said Ci-C 6 alkyl optionally contains a heteroatom 
selected from the group consisting of -O-, -S-, -S(=0)-, -S(=0) 2 - and -NR. 17 -. 



24. (currently amended) The compound of claim 23, according to formula Ih: 

HO H H N — ' Ih, 

25. (original) The compound of claim 1 , wherein R 9 is H; and Ar is phenyl 
substituted with 0-3 R 29 , or alternatively, R 29 and R 9 are taken together to form a 5- to 7- 
membered fused heterocyclic ring containing 1-2 heteroatom(s) each independently a 
member selected from the group consisting of N, O and S; wherein said 5- to 7-membered 
fused heterocyclic ring is substituted with 0-2 R 19 . 



26. (canceled) 



27. (currently amended) A pharmaceutical composition comprisingt-a the 
compound of Formula I in claim 1 : 

H R 2 R 4 H R 6 R 8 R 9 

R^Y-X-N^C' [Cl l ] n II N—C-C— N"A> 
R 3 O R 5 R 7 

I 

or a pharmaceutically acceptable salt and an excipient. or prodrug ther e of, 

R 4 " is a m e mb e r sel e cted from the group consisting of H, C^ -G ^ aryl substitut e d with 
Q-3-R- 48 , a 5 to 6 memb e r e d monocyclic or 8 to 10 memb e r e d bicyclic hetcroaryl containing 
1 to 4 het e roatoms e ach indep e nd e ntly a m e mber s e l e ct e d from th e group consisting of N, O 
and S, wherein s aid het e roaryl is substitut e d with 0 3 R 4 Va-Gy-€ scycloalkyl substitut e d with 
Q-^-R 44 *, wh e rein said C »-€s cycloalkyl is s aturat e d or unsaturated; and a Q -G s h e terocyclc 
containing 1 to 2 h e teroatoms e ach ind e p e ndently a member s e l e ct e d from th e group 
consi s t i ng of N, O and S, wh e r e in s aid h e t e rocycl e is substituted w i th 0 2 R 4 * and is saturated 
or unsaturat e d; 
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eachR is ind e pend e ntly a m e mb e r s e l e ct e d from th e group consisting of H, Cj .-€j. 

ac e tyl, C(=0)OR^, OONR ^R 44 , S^Oj NR^R 4 4 , phenyl substituted with 0 3 
R u , a 5 to 6 m e mb e r e d monocyclic h e t e roaryl containing 1 to 4 heteroatoms e ach 
ind e pendently a m e mber select e d from th e group consisting of N, O and S, wh e r e in said 
h e t e roaryl is substitut e d with 0 2 R^Vft-^-Gx het e rocycl e containing 1 to 2 h e teroatoms each 
ind e pend e ntly a m e mb e r select e d from th e group consisting of N, O and S, wh e rein said 
heterocycle is substituted with 0 2 R 4 ^ and is saturated or unsaturated, and a C+ -€4-a4ky4 
substituted with 0 2 R 4 ^ 



ind e pend e ntly a memb e r s e l e cted from th e group c 



isting ofH, OH, F, 



;tyl, =0, C +-G 6 alley!, C +-G fr alkoxy, CF^ and OCF ^f 
eaeh-R^ is independently a m e mber select e d from th e group consisting of H, OH, F, 

tBoc, Cbz; ph e nyl substitut e d with 0 3 R 4 4 ; a 5 to 6 m e mb e r e d monocyclic h e t e roaryl 
containing 1 to 4 het e roatoms e ach indep e nd e ntly a memb e r s e l e ct e d from th e group 
consisting of N, O and S, wh e rein said heteroaryl is substitut e d with 0 2 R 4 ^ 

R 3 is a member s e lect e d from th e group consisting of a ph e nyl substitut e d with 0 3 
R 4 ^ a 5 to 6 m e mb e red monocyclic h e teroaryl containing 1 to 4 h e t e roatoms e ach 
ind e p e nd e ntly a member s e lect e d from th e group consisting of N, O and S, wher e in said 
heteroaryl is sub s titut e d with 0 2 R +Va^-Q alkyl substitut e d with 0 2 R 3 *, wherein said 



€±-€s alkyl optionally c 



a h e t e roatom s e l e ct e d from th e group consisting of O , S , 
wh e r e in said Q -€? cycloalkyl optionally contains a het e roatom sel e ct e d from O , S , and 

eaeh-R 3 * is ind e pendently a m e mb e r selected from the group consisting of a Q -€ w 
aryl substituted with 0 3 R 4 4 , a 5 to 6 memb e red monocyclic or 8 to 10 member e d bicyclic 
het e roaryl containing 1 to 4 heteroatoms each i nd e p e nd e ntly a member select e d from th e 
group consisting of N, O and S, wh e r e in said h e t e roaryl is substitut e d with 0 3 R ^Va-ferGs 
cycloalkyl substituted w i th 0 2 R w , and a C; -G u bicycloalkyl substitut e d with 0 2 R W f 

R ^ is a m e mb e r s e l e cted from the group consisting of H and Q .-€4.aikyH 

subscript n is 0 or 1 ; 



R 4 is a m e mber s e lect e d from th e group consisting of H and C r€ § -a&yH 
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alt e rnativ e ly, R ~ and R 4 are tak e n tog e th e r to form a Q -€? cycloalkyl substitut e d with 



Q 2 R w ; 



a m e mb e r s e l e ct e d from th e group consisting of H, Cj r€? cycloalkyl, Q -G & 



alkenyl, alkyn e , phenyl sub s titut e d with 0 2 R 4 ^ ; 5 to 6 m e mb e red h e t e roaryl 
containing 1 to 4 h e t e roatoms e ach ind e p e ndently a m e mb e r .s e l e cted from th e group 
consisting of N, Q and S, wh e r e in said heteroaryl is substitut e d with 0 2 R^ Va-G^-G^-afty! 
substitut e d with 0 2 R 4 * , wher e in said C HS^ alkyl optionally contains a heteroatom selected 



from the group c 



isting of Q , S , S( = Q) , S(«Q) a and NR 



Tib e r ind e p e nd e ntly s e l e ct e d from th e group consisting of a bond and 



subscript p is 1 or 2; 



subscript n 



W-H 



i m e mb e r ind e pend e ntly sel e ct e d from th e group consisting of a bond, O , S , 



S(=0) , S( = Oh and NR N 

X is selected from the group consisting of C(=0) , OC(=0) , NR^G^O) and 

each of R VftVR^ and R 9 is ind e p e nd e ntly a member select e d from the group 

Q 2 R 44 ; 

alt e rnativ e ly, R ^ and R 9 ar e tak e n tog e th e r to form a 6 7 m e mb e r e d heterocyclic ring 
containing 1 2 h e t e roatoms each ind e p e nd e ntly a m e mb e r s e l e ct e d from th e group consisting 
ofN, OandS; 

Ar is a member selected from th e group consisting of ph e nyl substituted with 0 3 R 3 ^ 
and 5 to 6 m e mber e d h e t e roaryl containing 1 to 4 h e t e roatoms e ach ind e p e nd e ntly a member 
s e l e cted from th e group consisting of N, O and S, wherein said h e t e roaryl is substitut e d with 
q 3 

&aeh4^ is independ e ntly a m e mb e r s ele ct e d from the group consisting of H, C r€? 
cycloalkyl, a C +-€» p e rfluoroalky l , a C± -G 4 a l kyl substitut e d with Q 1 R a , a ph e nyl 
substituted with 0 3 R 4 ^ ; a 5 to 6 m e mber e d h e t e roaryl containing 1 to A h e teroatoms each 
indep e nd e ntly a memb e r s e lect e d from th e group consisting of N, O and S, wh e r e in said 
h e t e roaryl is substitut e d with 0 2 R 44 , and a Q .-€ a h e t e rocycle containing 1 to 2 heteroatoms 
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e ach ind e p e ndently a memb e r s e l e ct e d from th e group c 
het e rocycl e is substitut e d with 0 2 R te f 

eaeb-R 44 is ind e p e nd e ntly a m e mb e r .s e l e ct e d from th e group consisting of H, r EQG T 
GterQ- Q cycloalkyl, (C+ -G 6 alkyl) C( = 0) , (C^alkyl) S( = Oh and a C ^-atkyH 

e ach of R^r-R^ and R 4 4 is ind e pend e ntly a m e mb e r select e d from th e group 

alternatively, R n and R 4 4 on th e sam e N atom ar e tak e n tog e ther to form a Cy -€? 
heterocycl e containing 1 2 heteroatoms e ach ind e pendently a m e mb e r sel e ct e d from th e 



group c 



ing ofN, OandS; 



ind e p e nd e ntly a m e mber sel e ct e d from th e group c 



isting ofH, OH, F, 



CI, Br, I, CN, NO A COOR 44 , C(»Q)NR^ R 44 , S(^0) j NR^R 44 r a 
G\rQ& ftlkyl, 

eaeh-R 44 is ind e p e ndently a member s e lect e d from th e group consisting of H, OH, 
GQQR 4 4 , C( = 0)NR 44 R 44 , S(=0)j NR^R u , ac e tyl, SCH», S(=0)CH^, S( = 0) 3 €H ?r G 4 .-€ 6 
alkoxy, NR^ 3 *, a ph e nyl substitut e d with 0 3 R 4 ^ a 5 to 6 m e mb e r e d h e t e roaryl containing 
1 to 4 h e t e roatoms e ach ind e p e nd e ntly a m e mb e r s e l e ct e d from th e group consisting of N, O 
and S, wher e in said heteroaryl i s substituted with 0 3 R 4 4 , and a Cy €-g h e t e rocycl e containing 
1 to 2 h e teroatoms e ach independ e ntly a m e mb e r s e l e ct e d from th e group consisting of N, O 
and S, wh e rein said h e terocycle is substitut e d with 0 2 R 44 and is saturat e d or unsaturat e d; 

R 17 i s a memb e r sel e ct e d from th e group c 



isting of H and C+ -€ 4 -aikyH 
s ind e p e nd e ntly a memb e r s e l e ct e d from th e group consisting of H, OH, F, 
R m , C(=0)NR 4 4 R 44 T -NR 44 R 43 T ^G i -€ » perfluoroalkyl, a 
p e rfluoroalkoxy, a ph e nyl substitut e d with 0 3 R 4 ^, a 5 to 6 m e mbered h e t e roaryl containing 

1 to 4 h e t e roatoms e ach indep e nd e ntly a m e mber s e l e ct e d from the group consisting of N, O 
and S, wh e rein said h e teroaryl is substitut e d with 0 3 R ^^-a-C-y-g g h e t e rocycl e containing 1 to 

2 het e roatoms e ach indep e nd e ntly a m e mb e r s e l e ct e d from th e group consisting of N, O and 
S, wher e in said heterocycl e is substituted with 0 2 R 4 * and is saturat e d or unsaturated; and 

cycloa l kyl' 

eaeb-R 4 ^ is a ind e p e ndently a m e mb e r sel e cted from the group consisting of C 4--G4 
alkyl, F. CI and Q .-€ 4 alkoxy, CF 3 and OCF^ t 

alt e rnatively, two R 4 ^ on the same carbon may be combined to form C y€& cycloalkyl; 



17 



Application No.: 10/807.613 PATENT 

Inventors: Liu, etal. P1095US10 

Filing Date: March 23, 2004 

Response to Office Action mailed May 23, 2007 

Date: May 31,2007 

e ach of R^rR^rR^-afttt-R^ is ind e p e ndently a m e mber s e lect e d from th e group 

alternatively, R a 4md-R^-er-R a -md-R a ar e taken tog e ther to form a Q -€» 
cycloalkyl; 

R 3 4 is a m e mb e r se l e ct e d from the group consisting of H and C+ ^-Q&yh 
eaeh-R 2:S is ind e p e ndently a m e mb e r s e lected from the group consisting of H, Cy -€? 

cycloalkyl, a phenyl substitut e d with 0 3 R 44 and a 5 to 6 m e mbered hotcroaryl containing 1 

to 4 h e t e roatoms e ach ind e p e ndently a m e mb e r 

and S, wh e r e in said 5 to 6 m e mb e r e d h e t e roar 



sel e ct e d from the group consisting of N, O 
'1 is substitut e d with 0 2 R^ t 
xt e d from th e group consisting of H, C4 .-€ 4 



e achR is ind e p e nd e ntly a member s< 
eaen-R^ is ind e p e ndently a m e mb e r selected from the group consisting of H and 



alt e rnatively, R and R on the s 



a tak e n tog e th e r to form a C y€? 



h e t e rocycl e containing 1 2 het e roatoms e ach ind e p e nd e ntly a m e mb e r s e l e ct e d from the 
group consisting of N, O and S; 

eaeh-R 38 is ind e pend e ntly a memb e r s e lected from th e group consisting of H, a C± -G$ 
aHfcv4r-€y-€g cycloalkyl, a phenyl substituted with 0 3 R 44 , a b e nzyl substituted with 0 2 R^ t 

eaen-R 3 9 is ind e p e ndently a m e mb e r s e lected from th e group consisting of H, F, CI, 
Br, I, CN. NO ^r^^^R^r^Q ^ S^O^ r^Qh^^^T^^^r^i^ 
€(=Q)NR 44 R 4 4 , C(=0)OR 4 V€-+-€^ alkyl, QCHFy £€fir9€i% , C(=NH)NH^, and 5 to 6 
m e mber e d heteroaryl containing 1 to 4 h e teroatoms each ind e p e ndently a m e mb e r s e l e cted 
from th e group consisting of N, Q and S; 

alt e rnativ e ly, two R^ substituted on adjac e nt atoms may b e combined to form a 5 to 6 
membered h e terocyclic fus e d radical, wh e r e in said 5 to 6 membered heterocyclic fused 
radical compris e 1 or 2 heteroatom(s) select e d from O, S and N; wherein said 5 to 6 
memb e red heterocyclic fused radical is substitut e d with 0 1 oxo; 

alt e rnatively, R ^-and-R 9 are taken tog e th e r to form a 5 to 7 memb e red fused 
het e rocyclic ring containing 1 2 heteroatom(s) e ach ind e p e ndently a member s e l e ct e d from 
the group consisting of N, O and S; wher e in s aid 5 to 7 m e mb e r e d fused h e t e rocyclic ring is 
substitut e d with 0 2 R ^f 

eaeh-R^ 0 is indep e ndently a memb e r sel e ct e d from th e group consisting of H, €y €? 
cycloalkyl, Q .-G 4 alkyl substitut e d with QlR ^ .a ph e nyl s ubstitut e d with 0 3 R 4 4 , and a 5 t o 
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6 m e mb e red h e t e roaryl containing 1 to 4 heteroatoms e ach ind e p e ndently a memb e r sel e cted 
from the group consisting of N, O and S, wh e rein said h e t e roaryl is substitut e d with 0 3 R 4 ^ 



28. (currently amended) A pharmaceutical T-he composition comprising the 
compound of claim 38 of claim 27, wherein said compound is a m e mber sel e cted from the 
compound s of Table I . 

29. (withdrawn) A method of selectively inhibiting cathepsin S activity in a 
mammal in need thereof, comprising administering to said mammal a therapeutically 
effective amount of a compound of Formula I: 



or a pharmaceutical^ acceptable salt or prodrug thereof, 
wherein: 

R' is a member selected from the group consisting of H, C 6 -Ci 0 aryl substituted with 
0-3 R la , a 5- to 6-membered monocyclic or 8- to 10-membered bicyclic heteroaryl containing 
1 to 4 heteroatoms each independently a member selected from the group consisting of N, O 
and S, wherein said heteroaryl is substituted with 0-3 R la , a C 3 -C 8 cycloalkyl substituted with 
0-2 R lb , wherein said C 3 -C 8 cycloalkyl is saturated or unsaturated; and a C 3 -C 8 heterocycle 
containing 1 to 2 heteroatoms each independently a member selected from the group 
consisting of N, O and S, wherein said heterocycle is substituted with 0-2 R lc and is saturated 
or unsaturated; 

each R la is independently a member selected from the group consisting of H, C r C 3 
perfluoroalkyl, C 3 -C 7 cycloalkyl, F, CI, Br, CN, N0 2 , OR 10 , SCH 3 , S(=0)CH 3 , S(=0) 2 R 10 , 
NR n R 12 , acetyl, C(=0)OR 13 , C(=0)NR ,3 R 14 , S(=0) 2 NR l3 R 14 , phenyl substituted with 0-3 
R 15 , a 5- to 6-membered monocyclic heteroaryl containing 1 to 4 heteroatoms each 
independently a member selected from the group consisting of N, O and S, wherein said 
heteroaryl is substituted with 0-2 R 15 , a C 3 -C 8 heterocycle containing 1 to 2 heteroatoms each 
independently a member selected from the group consisting of N, O and S, wherein said 



with the provi s o that R \jfcVR^^*^V««IJi?- 



all hydrog e n; and an e xcepient. 



H R 2 R 4 H R 6 R 8 R9 

R 1 -Y-X-N-C-[CH] n — rpN— C-C— N-Ar 
R 3 O R 5 R 7 



I 
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heterocycle is substituted with 0-2 R lc and is saturated or unsaturated, and a Q-C4 alkyl 
substituted with 0-2 R 16 ; 

each R lb is independently a member selected from the group consisting of H, OH, F, 
CI, acetyl, =0, C r C 6 alkyl, C,-C 6 alkoxy, CF 3 and OCF 3 ; 

each R lc is independently a member selected from the group consisting of H, OH, F, 
CI, =0, d-C 6 alkyl substituted with 0-2 R 16 , C,-C 6 alkoxy, CF 3 , OCF 3 , C(=0)R 10 , S(=0) 2 R 10 , 
tBoc, Cbz; phenyl substituted with 0-3 R 15 ; a 5- to 6-membered monocyclic heteroaryl 
containing 1 to 4 heteroatoms each independently a member selected from the group 
consisting of N, O and S, wherein said heteroaryl is substituted with 0-2 R 15 ; 

R 2 is a member selected from the group consisting of a phenyl substituted with 0-3 
R 15 , a 5- to 6-membered monocyclic heteroaryl containing 1 to 4 heteroatoms each 
independently a member selected from the group consisting of N, O and S, wherein said 
heteroaryl is substituted with 0-2 R 15 , a C r C 6 alkyl substituted with 0-2 R 23 , wherein said 
C r C 6 alkyl optionally contains a heteroatom selected from the group consisting of -0-, -S-, 
and -S(=0) 2 -, a C 2 -C 6 alkenyl, a C 2 -C 6 alkynyl, a C3-C7 cycloalkyl substituted with 0-2 R 19 , 
wherein said C3-C7 cycloalkyl optionally contains a heteroatom selected from -0-, -S-, and - 
S(=0) 2 -, and a C7-C1 1 bicycloalkyl substituted with 0-2 R 19 ; 

each R 2a is independently a member selected from the group consisting of a C 6 -C| 0 
aryl substituted with 0-3 R 15 , a 5- to 6-membered monocyclic or 8- to 10-membered bicyclic 
heteroaryl containing 1 to 4 heteroatoms each independently a member selected from the 
group consisting of N, O and S, wherein said heteroaryl is substituted with 0-3 R 15 , a C 3 -C 8 
cycloalkyl substituted with 0-2 R 19 , and a C 7 -C n bicycloalkyl substituted with 0-2 R 19 ; 

R 3 is a member selected from the group consisting of H and C r C 4 alkyl; 

subscript n is 0 or 1 ; 

R 4 is a member selected from the group consisting of H and C,-C 6 alkyl; 
alternatively, R 2 and R 4 are taken together to form a C5-C7 cycloalkyl substituted with 
0-2 R 19 ; 

R 5 is a member selected from the group consisting of H, C3-C7 cycloalkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkyne, phenyl substituted with 0-2 R 15 ; 5- to 6-membered heteroaryl 
containing 1 to 4 heteroatoms each independently a member selected from the group 
consisting of N, O and S, wherein said heteroaryl is substituted with 0-2 R 15 , a C,-C 6 alkyl 
substituted with 0-2 R 18 , wherein said C,-C 6 alkyl optionally contains a heteroatom selected 
from the group consisting of -O-, -S-, -S(=0)-, -S(=0) 2 - and -NR 17 -; 
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Y is a member independently selected from the group consisting of a bond and 
-(CR 20 R 2, ) m -W-(CR 22 R 23 )p-; 
subscript p is 1 or 2; 
subscript m is 0 or 1 ; 

W is a member independently selected from the group consisting of a bond, -O-, -S-, 
-S(=0)-, -S(=0) 2 - and -NR 12 -; 

X is selected from the group consisting of -C(=0)-, -OC(=0)-, -NR 24 C(=0)- and 
-S(=0) 2 -; 

each of R 6 , R 7 , R 8 and R 9 is independently a member selected from the group 
consisting of H and C,-C 4 alkyl; 

alternatively, R 5 and R 7 are taken together to form a C 5 -C 7 cycloalkyl substituted with 
0-2 R 19 ; 

alternatively, R 5 and R 9 are taken together to form a 6-7 membered heterocyclic ring 
containing 1-2 heteroatoms each independently a member selected from the group consisting 
ofN, OandS; 

Ar is a member selected from the group consisting of phenyl substituted with 0-3 R 29 , 
and 5- to 6-membered heteroaryl containing 1 to 4 heteroatoms each independently a member 
selected from the group consisting of N, O and S, wherein said heteroaryl is substituted with 
0-3 R 29 ; 

each R 10 is independently a member selected from the group consisting of H, C3-C7 
cycloalkyl, a C1-C3 perfluoroalkyl, a Q-C4 alkyl substituted with 0-1 R 25 , a phenyl 
substituted with 0-3 R 15 ; a 5- to 6-membered heteroaryl containing 1 to 4 heteroatoms each 
independently a member selected from the group consisting of N, O and S, wherein said 
heteroaryl is substituted with 0-2 R 15 , and a C 3 -C 8 heterocycle containing 1 to 2 heteroatoms 
each independently a member selected from the group consisting of N, O and S, wherein said 
heterocycle is substituted with 0-2 R lc ; 

each R 1 1 is independently a member selected from the group consisting of H, 'BOC, 
Cbz, C 3 -C 8 cycloalkyl, (C,-C 6 alkyl)-C(=0)-, (C,-C 6 alkyl)-S(=0) 2 - and a C,-C 6 alkyl; 

each of R 12 , R 13 and R 14 is independently a member selected from the group 
consisting of H and C r C 4 alkyl; 

alternatively, R 13 and R 14 on the same N atom are taken together to form a C5-C7 
heterocycle containing 1 -2 heteroatoms each independently a member selected from the 
group consisting of N, O and S; 
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each R 15 is independently a member selected from the group consisting of H, OH, F, 
CI, Br, I, CN, N0 2 , COOR 13 , C(=0)NR 13 R 14 , S(=0) 2 NR 13 R 14 , acetyl, -SCH 3 , -S(=0)CH 3 , 
-S(=0) 2 CH 3 , NR 26 R 27 , Ci-Q, alkoxy, C1-C3 perfluoroalkyl, C,-C 3 perfluoroalkoxy and a 
Ci-C 6 alkyl; 

each R 16 is independently a member selected from the group consisting of H, OH, 
COOR 13 , C(=0)NR 13 R 14 , S(=0) 2 NR l3 R 14 , acetyl, -SCH 3 , -S(=0)CH 3 , -S(=0) 2 CH 3 , C,-C 6 
alkoxy, NR 26 R 27 , a phenyl substituted with 0-3 R 15 , a 5- to 6-membered heteroaryl containing 
1 to 4 heteroatoms each independently a member selected from the group consisting of N, O 
and S, wherein said heteroaryl is substituted with 0-3 R 15 , and a C 3 -C 8 heterocycle containing 
1 to 2 heteroatoms each independently a member selected from the group consisting of N, O 
and S, wherein said heterocycle is substituted with 0-2 R 15 and is saturated or unsaturated; 

R 17 is a member selected from the group consisting of H and C,-C 4 alkyl; 

each R 18 is independently a member selected from the group consisting of H, OH, F, 
CI, CN, N0 2 , C(=0)OR 3 °, C(=0)NR 13 R 14 , NR n R 12 , a C,-C 3 perfluoroalkyl, a C,-C 3 
perfluoroalkoxy, a phenyl substituted with 0-3 R 15 , a 5- to 6-membered heteroaryl containing 

1 to 4 heteroatoms each independently a member selected from the group consisting of N, O 
and S, wherein said heteroaryl is substituted with 0-3 R 15 , a C 3 -C 8 heterocycle containing 1 to 

2 heteroatoms each independently a member selected from the group consisting of N, O and 
S, wherein said heterocycle is substituted with 0-2 R 15 and is saturated or unsaturated; and 
C 3 -C 8 cycloalkyl; 

each R 19 is a independently a member selected from the group consisting of C1-C4 
alkyl, F, CI and C,-C 4 alkoxy, CF 3 and OCF 3 ; 

alternatively, two R 19 on the same carbon may be combined to form C 3 -C 6 cycloalkyl; 

each of R 20 , R 21 , R 22 and R 23 is independently a member selected from the group 
consisting of a bond, H, F, OH, C r C 4 alkyl, and C r C 3 alkylhydroxy; 

alternatively, R 20 and R 21 or R 22 and R 23 are taken together to form a C 3 -C 6 
cycloalkyl; 

R 24 is a member selected from the group consisting of H and C1-C4 alkyl; 

each R 25 is independently a member selected from the group consisting of H, C 3 -C 7 
cycloalkyl, a phenyl substituted with 0-3 R 15 and a 5- to 6-membered heteroaryl containing t 
to 4 heteroatoms each independently a member selected from the group consisting of N, O 
and S, wherein said 5- to 6-membered heteroaryl is substituted with 0-2 R 15 ; 
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each R 26 is independently a member selected from the group consisting of H, C r C 4 
alkyl, (C,-C 4 alkyl)-C(=0)- and (C,-C 4 alkyl)-S(=0) 2 -; 

each R 27 is independently a member selected from the group consisting of H and 
C,-C 4 alkyl; 

alternatively, R 26 and R 27 on the same N atom are taken together to form a C 5 -C 7 
heterocycle containing 1-2 heteroatoms each independently a member selected from the 
group consisting of N, O and S; 

each R 28 is independently a member selected from the group consisting of H, a Ci-C 6 
alkyl, C 3 -C 8 cycloalkyl, a phenyl substituted with 0-3 R 15 , a benzyl substituted with 0-2 R 15 ; 

each R 29 is independently a member selected from the group consisting of H, F, CI, 
Br, I, CN, N0 2 , OR 28 , SR 28 , S(=0)R 28 , S(=0) 2 R 28 , S(=0) 2 NR 13 R 14 , NR 26 R 27 , acetyl, 
C(=0)NR ,3 R 14 , C(=0)OR 13 , C,-C 6 alkyl, OCHF 2 , SCF 3 , OCF 3 , -C(=NH)NH 2 , and 5- to 6- 
membered heteroaryl containing I to 4 heteroatoms each independently a member selected 
from the group consisting of N, O and S; 

alternatively, two R 29 substituted on adjacent atoms may be combined to form a 5 to 6 
membered heterocyclic fused radical, wherein said 5 to 6 membered heterocyclic fused 
radical comprise 1 or 2 heteroatom(s) selected from O, S and N; wherein said 5 to 6 
membered heterocyclic fused radical is substituted with 0-1 oxo; 

alternatively, R 29 and R 9 are taken together to form a 5- to 7-membered fused 
heterocyclic ring containing 1-2 heteroatom(s) each independently a member selected from 
the group consisting of N, O and S; wherein said 5 to 7 membered fused heterocyclic ring is 
substituted with 0-2 R 19 ; 

each R 30 is independently a member selected from the group consisting of H, C3-C7 
cycloalkyl, C,-C 4 alkyl substituted with 0-1 R 25 , a phenyl substituted with 0-3 R 15 , and a 5- to 
6-membered heteroaryl containing 1 to 4 heteroatoms each independently a member selected 
from the group consisting of N, O and S, wherein said heteroaryl is substituted with 0-3 R 15 ; 

and with the proviso that R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , and R 9 are not all hydrogen. 

30. (withdrawn) The method of claim 29, wherein the cathepsin S inhibition 
constant for a compound of Formula I is less than 10 |i.M. 



3 1 . (withdrawn) The method of claim 30, wherein the cathepsin S inhibition 
constant for a compound of Formula I is less than 1 .0 \xM. 
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32. (withdrawn) The method of claim 3 1 , wherein the cathepsin S inhibition 
constant for a compound of Formula I is less than 0. 1 |lM. 



33. (withdrawn) The method of claim 29, wherein cathepsin S is selectively 
inhibited in the presence of at least one other cathepsin. 

34. (withdrawn) The method of claim 33, wherein the inhibition constant of a 
compound of Formula I for said at least one other cathepsin is at least 10 times greater than a 
cathepsin S inhibition constant of a compound of Formula I. 

35. (withdrawn) The method of claim 34, wherein the inhibition constant of a 
compound of Formula I for said at least one other cathepsin is at least 100 times greater than 
said cathepsin S inhibition constant of a compound of Formula I. 

36. (withdrawn) The method of claim 35, wherein the inhibition constant of a 
compound of Formula I for said at least one other cathepsin is at least 1000 times greater than 
said cathepsin S inhibition constant of a compound of Formula I. 

37. (withdrawn) The method of claim 29, wherein said compound is a member 
selected from the compounds of Table I. 

38. (new) The compound of claim 1 , selected from the group consisting of: 
(S)-N-{l-[2-(5-Fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-3-methyl-butyl}-3- 

methyl-benzamide; 

N-(S)-{2-cyclohexyl-l-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-ethyl}- 
4-phenoxy-benzamide ; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-[2-(4-methoxy- 
phenyl)-acetylamino]-propionamide; 

(S)-N-{l-[2-(5-Chloro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-3-methyl-butyl}-3- 
methyl-benzam ide ; 

(S)-N- { 3-Cyclohexyl- 1 -[2-(7-methoxy-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]- 
propyl }-3-methoxy-benzamide; 



24 



Application No.: 10/807,613 PATENT 

Inventors: Liu, et al. P1095US10 

Filing Date: March 23, 2004 

Response to Office Action mailed May 23, 2007 

Date: May 3 1,2007 

(S)-N-{3-Cyclohexyl-l-[2-(6-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]- 
propyl }-3-methoxy-benzamide; 

(S)-N- { 3-Cyclohexyl- 1 -[2-(7-fluoro-2,3-dihydro-indol- 1 -y l)-ethylcarbamoyl] - 
propyl }-3-methoxy-benzamide; 

(S)-N- { 3-Cyclohexy 1- 1 -[2-(5-cyano-2,3-dihydro-indol- 1 -yl)-ethy lcarbamoy 1] - 
propyl }-3-methoxy-benzamide; 

Cyclopropanecarboxylic acid (S)- { 2-cyclohexy 1- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 - 
yl)-ethylcarbamoyl]-ethyl} -amide; 

(S)-N-{3-Cyclohexyl-l-[2-(4-methoxy-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]- 
propyl}-3-methoxy-benzamide; 

(S)-N- { 3-Cyclohexy 1- 1 -[2-(5-methoxy-2,3-dihydro-indol- 1 -yl)-ethy lcarbamoyl] - 
propyl }-3-methoxy-benzamide; 

(S)-N-{ 3-Cyclohexy 1-1 -[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]- 
propyl }-3-methoxy-benzamide; 

(S)-N-{3-Cyclohexyl-l-[2-(5-benzyloxy-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]- 
propyl }-3-methoxy-benzamide; 

N-{ l-(S)-[2-(4-Methoxy-phenylamino)-propylcarbamoyl]-3-rnethyl-butyl}-3-methyl- 
benzamide; 

N-{ l-(S)-[2-(4-Methoxy-phenylarnino)-l-rnethyl-ethylcarbanioyl]-3-niethyl-butyl}-3- 
methyl-benzamide; 

N-{ l-(S)-[2-(4-Methoxy-phenylamino)-l-(S)-rnethyl-ethylcarbanioyl]-3-rnethyl- 
butyl }-3-methyl-benzamide; 

N-{ l-(S)-[2-(4-Methoxy-phenylamino)-l-(R)-niethyl-ethylcarbarnoyl]-3-rnethyl- 
butyl}-3-methyl-benzamide; 

N-{2-Cyclohexyl-(lS)-[2-(4-methoxy-phenylarnino)-(lR)-rnethyl-ethylcarbamoyl]- 
ethy 1 } -3-methoxy-benzamide; 

N- { ( 1 S)-[2-(5-Fluoro-2,3-dihydro-indol- 1 -y 1)- 1 , 1 -dimethy 1-ethy lcarbamoy l]-2- 
pheny 1-ethyl } -3-methyl-benzamide; 

N-{ 1-(S)-[1 -(R)-Benzy loxymethyl-2-(4-methoxy-phenyIamino)-ethy lcarbamoyl ]-3- 
methyl-butyl}-3-methyl-benzamide; 

N-(S)-{ [ 1 -(R)-Benzyloxymethyl-2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 
ethylcarbamoylj-phenyl-methyl} -3-methoxy-benzamide; 
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N-[ 1 -(S)-[ 1 -(R)-Benzyloxymethyl-2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 
ethylcarbamoyl]-2-(4-fluoro-phenyl)-ethyl]-3-methoxy-benzamide; 

N- { 1 -(S)-[(2-Benzyloxy- 1 -(R)-(5-fluoro-2,3-dihydro-indol- 1 -ylmethyl)- 
ethylcarbamoyl]-3-cyclohexyl-propyl}-3-methoxy-benzamide; 

N- { 3-Cyclohexyl- 1 -(S)-[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 1 -(R)-hydroxymethyl- 
ethylcarbamoyl] -propyl }-3-methoxy-benzamide; 

A f -{3-Cyclohexyl-l-(R)-[(S)-2-(5-fluoro-2,3-dihydro-indol-l-yl)-l-(R)- 
hydroxymethyl-ethylcarbamoyl]-propyl}-3-methoxy-benzamide; 

(S,S)-5-(5-Fluoro-2,3-dihydro-indol-l-yl)-4-[4-methyl-2-(3-rnethyl-benzoylarnino)- 
pentanoylamino]-pentanoic acid benzyl ester; 

(S,S)-5-(5-Fluoro-2,3-dihydro-indol-l-yl)-4-[4-methyl-2-(3-rnethyl-benzoylamino)- 
pentanoylamino]-pentanoic acid; 

(S,S)-N- { 1 -[3-Carbamoy 1- 1 -(5-fluoro-2,3-dihydro-indol- 1 -y lmethyl)- 
propylcarbamoyl]-3-methyl-butyl}-3-methyl-benzamide; 

(S,S)-7V- { 1 -[ I -(5-Fluoro-2,3-dihydro-indol- 1 -ylmethyl)-3-ureido-propy lcarbamoyl]-3- 
methyl-butyl}-3-methyl-benzamide; 

(S,S)-344-Cyclohexyl-2-(3-methoxy-benzoylarnino)-butyrylarnino]-4-(5-fluoro-2,3- 
dihydro-indol-l-yl)-butyric acid benzyl ester; 

(S,S)-3-[4-Cyclohexyl-2-(3-methoxy4^enzoylamino)43utyrylamino]-4-(5-fluoro-2,3- 
dihydro-indol- 1 -y l)-butyric acid; 

(S,S)-N- { 1 -[ 1 -Benzyl-2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-3- 
cyclohexyl-propyl}-3-methoxy-benzamide; 

(S,S)-N- { 3-Cyclohexy 1- 1 -[ 1 -(5-fluoro-2,3-dihydro-indol- 1 -ylmethyl)-3-methyl- 
butylcarbamoyl]-propyl}-3-methoxy43enzamide; 

(S,S)-N- { 3-Cyclohexyl- 1 -f 1 -(5-fluoro-2,3-dihydro-indol- 1 -ylmethyl)-2-methyl- 
propylcarbamoyl]-propyl}-3-methoxy-benzamide; 

(S,S)-A^- { 3-Cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 1 -phenyl- 
ethylcarbamoyl]-propyl } -3-methoxy-benzamide; 

N- { 1 -(S)-[ 2-(R)-Benzyloxy- 1 -(R)-(5-fluoro-2,3-dihydro-indol- 1 -ylmethyl)- 
propylcarbamoyl]-3-cyclohexyl-propyl}-3-methoxy-benzamide; 

N- { 1 -(R)-[ 1 -(R)-Benzylsulfanylmethyl-2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 
ethylcarbamoyl]-3-cyclohexyl-propyl}-3-methoxy-benzamide; 
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(S,S)-[5-[4-Cyclohexyl-2-(3-methoxy-benzoylamino)-butyrylamino]-6-(5-fluoro-2,3- 
dihydro-indol-l-yl)-hexyl]-carbamic acid benzyl ester; 

N- { 2-cyclohexy 1- 1 -(S)-[2-(5-fluoro-2,3-dihydro-indol- 1 -y l)-ethylcarbamoyl]-ethy 1 } - 
2-(2-fluoro-biphenyl-4-yl)-propionamide; 

N-{ 2-cyclohexy 1-1 -(S)-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-ethyl}- 
2-p-tolyl-propionamide; 

N- { 2-cyclohexyl- 1 -(S)-[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 
2-o-tolyl-propionamide; 

N-{2-cyclohexyl-l-(S)-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-ethyl}- 
2-(4-fluoro-phenyl)-propionamide; 

2-(4-Chloro-phenyl)-N-{ 2-cyclohexyl- l-(S)-[2-(5-fluoro-2,3-dihydro-indol-l-yl)- 
ethylcarbamoyl]-ethyl}-propionamide; 

N-{2-cyclohexyl-l-(S)-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]-ethyl}- 

2- (R)-phenyl-propionamide; 

N-(S)- { 2-cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 

3- methyl-benzamide; 

N-(S)- { 2-cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 

4- (methanesulfonylamino-methyl)-benzamide; 

N-(S)- { 2-cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 

3- methanesulfonyl-benzamide; 

N-(S)- { 2-cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 

4- methanesulfonylamino-benzamide; 

N- { 2-cyclohexyl- 1 -(S)-[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl }- 
2-(4-hydroxy-phenyl)-propionamide; 

4-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(S)-(2-(R)-phenyl- 
propionylamino)-butyramide; 

N-{2-cyclohexyl-l-(S)-[2-(5-fluoro-2,3-dihydro-indol-l-yI)-ethylcarbamoyl]-ethyl}- 
2-(R)-phenyl-butyramide; 

N-{ 1 -(S)-[ 1 -(R)-Benzyloxymethyl-2-(5-fluoro-2,3-dihydro-indol- 1-yl)- 
ethylcarbamoyl]-2-cyclohexyl-ethyl}-3-methoxy-benzamide; 

N- { 2-Cyclohexyl- l-(S)-[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- 1 -(R)-hydroxymethyl- 
ethylcarbamoyl]-ethyl}-3-methoxy-benzamide; 
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N-{ 1-(S)-[1 -(R)-Benzy loxymethyl-2-(5-fluoro-2,3-dihydro-indol- 1 -y 1)- 
ethylcarbamoyl]-3,3-dimethyl-butyl}-3-methoxy-benzamide; 

N-{l-(S)-[2-(5-Fluoro-2,3-dihydro-indol-l-yl)-l-(R)-hydroxymethyl- 
ethylcarbamoyl]-3,3-dimethyl-butyl}-3-methoxy-benzamide; 

3- (S)-(2-(S)-Benzyloxycarbonylamino-4,4-dimethyl-pentanoylamino)-4-(5-fluoro- 
2,3-dihydro-indol-l-yl)-butyric acid tert-butyl ester; 

3KS)-(2-(S)-Benzyloxycarbonylamino-4,4-dimethyl-pentanoylamino)-4-(5-fluoro- 
2,3-dihydro-indol- 1 -yl)4outyric acid; 

4- (5-Fluoro-2,3-dihydro-indol-l-yl)-3-(S)-[2-(S)-(3-methoxy43enzoylamino)-4,4- 
dimethyl-pentanoylamino]4outyric acid tert4jutyl ester; 

3-(S)43-Cyclohexyl-2-(S)-(3-methoxy4jenzoylamino)-propionylarnino]-4-(5-fluoro- 
2,3-dihydro-indol-l-yl)43utyric acid benzyl ester; 

3- (S)43-Cyclohexyl-2-(S)-(3-methoxy4jenzoylamino)-propionylamino]-4-(5-fluoro- 
2,3-dihydro-indol- 1 -yl)-butyric acid; 

4- (5-Fluoro-2,3-dihydro-indol-l-yl)-3-(S)-[2-(S)-(3-methoxy-benzoylamino)-4,4- 
dimethyl-pentanoylaminoj-butyric acid ethyl ester; 

N-{l-(S)-[2-Cyano-l-(S)-(5-fluoro-2,3-dihydro-indol-l-ylmethyl)-ethylcarbamoyl]- 
3,3-dimethyUbutyl}-3-methoxy43enzamide; 

N-{ l<S)-[5-Amino-lKS)-(5-fluoro-23-dihydro-indol-l-ylmethyl)-pentylcarbamoyl]- 
3-cyclohexyl-propyl}-3-methoxy43enzamide; 

3- (5)-(2-(5)-Benzyloxycarbonylarnino-3-cyclohexyl-propionylamino)-4-(5-fluoro- 
2,3-dihydro-indol-l-yl)43utyric acid benzyl ester; 

l-(5)-[l-(^)-Benzyloxymethyl-2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylcarbamoyl]- 
2-cyclohexyl-ethyl}-carbamic acid benzyl ester; 

A^-{3-Cyclohexyl-l-(5)-[2-(3,5-dimethoxy4oenzyloxy)-l-(i?)-(5-fluoro-2,3-dihydro- 
indol-l-ylmethyr)-ethylcarbamoyl]-propyli-3-methoxy43enzamide; 

4- {2H^)44-Cyclohexyl-2-(5)-(3-methoxy43enzoylamino)43utyrylamino]-3-(5-fluoro- 
2,3-dihydro-indol-l-yl)-propoxymethyl}43enzoic acid methyl ester; 

(S,S)-N- { 3-Cyclohexyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)- l-(4-hydroxy-benzy 1)- 
ethylcarbamoyl]-propyl}-3-methoxy4jenzamide; 

{2-Cyclohexyl-l-(5)-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-l-(5)-methyl- 
ethylcarbamoyl]-ethyl}-carbamic acid benzyl ester; 
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4-Benzyloxy-A^-K/?,5)-{[2K4-amidinophenylamino)-l-(5)-methyl-ethylcarbamoyl]- 
(2,4-dichloro-phenyl)-methyl } -benzamide; 

{l-(5)-[2-(5-Fluoro-2,3-dihydro-indol-l-yl)-l-(5)-methyl-ethylcarbamoyl]-3,3- 
dimethyl-butylj-carbamic acid benzyl ester; 

Cyclopropanecarboxylic acid { l-(5')-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-l-(5)- 
methyl-ethylcarbamoyl]-3,3-dimethyl-butyl} -amide; 

(S,S)-2-(3-Chloro-benzenesulfonylamino)-3-cyclohexyl-N-[l-methyl-2-(4- 
trifluoromethoxy-phenylamino)-ethyrj-propionamide; 

(S,S)-3-Cyclohexyl-N-[l-methyl-2-(4-trifluoroiriethoxy-phenylarnino)-ethyl]-2-(3- 
trifluoromethoxy-benzenesulfonylamino)-propionamide; 

N-((S)-(2-(5-fluoroindolin- 1 -yl)ethylcarbamoyl)(cyclohexyl) methyl)-3- 
methylbenzamide; 

N-((S)- 1 -(2-(5-fluoroindolin- 1 -yl)ethylcarbamoyl)-2-(2-chlorophenyl)ethyl)-3- 
methylbenzamide; 

N-((S)-l-(2-(5-fluoroindolin-l-yl)ethylcarbamoyl)-2-(3-chlorophenyl)ethyl)-3- 
methylbenzamide; 

N-((S)-l-(2-(5-fluoroindolin-l-yl)ethylcarbamoyl)-2-(4-chlorophenyl)ethyl)-3- 
methylbenzamide; 

(S)-N-{ 2-Cyclopentyl- 1 -[2-(5-fluoro-2,3-dihydro-indol- 1 -yl)-ethylcarbamoyl]-ethyl } - 
3-methyl-benzamide; 

N-((S)- 1 -(2-(5-fluoroindolin- 1 -yl)ethylcarbamoyl)-3,3-dimethylbutyl)-3- 
methylbenzamide; 

N-((S)-l-(2-(5-fluoroindolin-l-yl)ethylcarbamoyl)-3-cyclohexylpropyl)-3- 
methylbenzamide; 

N-((S)- 1 -(2-(5-fluoroindolin- 1 -yl)ethylcarbamoyl)-2-phenylethyl)-3- 
methylbenzamide; 

N-(R,S)-((3-(5-fluoroindolin-l-yl)-l-hydroxypropan-2-(R)-ylcarbamoyl)(2,4- 
dichlorophenyl)methyl)-3,4-difluorobenzamide; 

N-(S)-((3-(benzyloxy)-l-(5-fluoroindolin-l-yl)propan-2-(R)-ylcarbamoyl)(2,4- 
dichlorophenyl)methyl)-3,4-difluorobenzamide; 

(R,S)-N-((2-(5-fluoroindolin-t-yl)ethylcarbarnoyl)(2,4-dichlorophenyl)methyl)-3- 
methylbenzamide; 
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(S,S)-N-((3-(5-fluoroindolin-l-yl)-l-hydroxypropan-2-ylcarbamoyl)(2,4- 
dichlorophenyl)methyl)-3,4-difluorobenzamide; 

(S,S)-4-(5-Fluoro-2,3-dihydro-indol-l-yl)-3-[2-(3-methoxy-benzoylamino)-4,4- 
dimethyl-pentanoylamino]-butyric acid; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(5-isoxazol-3-yl- 
thiophene-2-sulfonylamino)-propionamide; 

(S)-2-(3-Biphenyl-4-yl-ureido)-3-cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)- 
ethyl]-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(4-phenoxy- 
benzenesulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(naphthalene-l- 
sulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyll-2-(4-trifluoromethyl- 
benzenesulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(4- 
trifluoromethoxy-benzenesulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-[4-(4-fluoro- 
phenoxy)-benzenesulfonylaminoJ-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(4'-methoxy- 
biphenyl-4-sulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(4-methoxy- 
benzenesulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-2-(4-difluorornethoxy-benzenesulfonylarnino)-N-[2-(5-fluoro-2,3- 
dihydro-indol-l-yl)-ethyl]-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2- 
phenylmethanesulfonylamino-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylJ-2-(toluene-3- 
sulfonylamino)-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethylj-2-[4-(4-methoxy- 
phenoxy)4oenzenesulfonylamino]-propionamide; 

(S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-ethyl]-2-(3-methoxy- 
benzenesulfonylamino)-propionamide; 
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(S,S)-3-Cyclohexyl-N-[2-(5-fluoro-2,3-dihydro-indol-l-yl)-l-methyl-ethyl]-2- 
(toluene-3-sulfonylamino)-propionamide; 

(S,S)-3-[4,4-Dimethyl-2-(toluene-3-sulfonylamino)-pentanoylamino]-4-(5-fluoro-2,3- 
dihydro-indol-l-yl)-butyric acid tert-butyl ester; 

(S,S)-3-Cyclohexyl-N-[2-(5-nuoro-2,3-dihydro-indol-l-yl)-l-methyl-ethyl]-2-(3- 
trifluorornethoxy-benzenesulfonylarnino)-propionarnide; 

(S,S)-2-(3-Chloro-benzenesulfonylamino)-3-cyclohexyl-N-[2-(5-fluoro-2,3-dihydro- 
indol-l-yl)-l-methyl-ethyl]-propionamide; 

(S,S)-N-{3-Cyclohexyl-l-[l-(5-fluoro-2,3-dihydro-indol-l-ylmethyl)-3-hydroxy- 
propylcarbamoyl]-propyl}-3-methoxy-benzamide; 

(S,S)-344,4-Dimethyl-2-(toluene-3-sulfonylamino)-pentanoylamino]-4-(5-fluoro-2,3- 
dihydro-indol- 1 -yl)-butyric acid; 

(S,S)-2-Benzenesulfonylamino-3-cyclohexyl-N-t2-(5-fluoro-2,3-dihydro-indol-l-yl)- 
l-methyl-ethyl]-propionamide; and 

(S,S)-4,4-Dimethyl-2-(toluene-3-sulfonylamino)-pentanoic acid [2-(5-fluoro-2,3- 
dihydro-indol-l-yl)-l-methyl-ethyl]-amide. 



31 



